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Figure 2. Effect of repeated iv plus
ip doses of FK506 (1.0 mg/kg) on
hippocampal pyramidal CA1 cell
loss caused by ischemia. The first
injection (iv) was given immediately
after the beginning of reperfusion.
Additional ip injections were given
6, 24, 48 and 72 h post-ischemia.
Histological analysis was per-
formed 7 (panel A) or 30 (panel B)
days post-ischemia. Fifteen min-
utes of 4-vessel occlusion caused
pronounced CA1 cell loss at all coro-
nal levels analyzed (P<0.001, sham
vs vehicle). FK506 reduced the de-
gree of cell death in all stereotaxic
planes studied, independently of
whether the animals were sacri-
ficed 7 or 30 days post-ischemia
(P<0.01-0.001, vehicle vs FK506,
Dunn’s test). The severity of ische-
mia decreased (panel A: P<0.05; panel B: P<0.011), while FK506 neuroprotection increased (panel A: P<0.005; panel B: P = 0.064) along the septotemporal axis of
the hippocampus. The sham-operated rats (N = 5) are the same in panels A and B.

Figure 1. Dose-response effect of
FK506 on hippocampal pyramidal
CA1 cell loss caused by ischemia.
FK506 (1.0, 3.0 or 6.0 mg/kg) was
given iv immediately after the be-
ginning of reperfusion. Hippocam-
pal damage was assessed 7 days
after ischemia and is expressed as
a reduction in the number (mean ±
SEM) of intact-appearing pyrami-
dal cells. Compared to the vehicle-
treated group (92.6% cell loss),
FK506 did not reduce CA1 dam-
age, independently of the dose
used (P>0.05, Dunn’s test). Each
point represents one individual; the
horizontal lines indicate the mean
values of the respective groups.
The numbers in parentheses indi-
cate sample size.
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Figure 3. Photomicrographs of coronal sections of the hippo-
campus at stereotaxic levels corresponding to -3.60 mm (I),
-4.52 mm (II) and -5.30 mm (III) in rats subjected to sham
operation (A), ischemia plus vehicle (B) or ischemia plus
FK506 (C), at magnifications of 20X (left) and 400X (right).
Hippocampal damage was assessed 7 days after ischemia.
White circles (left panels) indicate the approximate location
of the cell counts in the CA1 field. Intact-appearing pyramidal
neurons are indicated by arrows. Bars = 100 µm (20X) and 20
µm (400X).
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Figure 5. Change in rectal temperature (mean ± SEM) of rats subjected to cerebral ischemia
and treated with vehicle or FK506. The groups receiving vehicle or FK506 (1 mg/kg) in the
three experiments were pooled, since rectal temperature was measured under the same
treatment conditions. FK506 significantly reduced rectal temperature at all doses compared
to the group receiving vehicle alone (P<0.05-0.001, Newman-Keuls test). However, this
effect did not alter the degree of normothermia (37-38�C).

Figure 4. Effect of repeated
doses of FK506 (1.0 mg/kg) iv on
hippocampal pyramidal CA1 cell
loss caused by ischemia. FK506
was given 0, 6, 24, 48 or 72 h
post-ischemia. Histological anal-
ysis was performed 7 days post-
ischemia. Fifteen minutes of 4-
vessel occlusion caused pro-
nounced CA1 cell loss at all coro-
nal levels analyzed (P<0.01,
sham vs vehicle). Repeated iv
injections of FK506 failed to pre-
vent CA1 cell death at all coronal
levels studied (P>0.05, vehicle
vs FK506, Dunn’s test).
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